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REMARKS 

Claims 65-96 are pending in the present application. Claims 1-64 were 
previously canceled. In the present Office Action, the Examiner rejected Claims 73, and 
91-93 under 35 U.S.C. §112(2), Claims 65-67, 70-77, and 80-96 under 35 U.S.C. 
§112(1), 65-70, 72-76, 80, and 88-94 under 35 U.S.C. § 102(b), and Claims 77-79, 81-87, 
and 95-96 under 35 U.S.C. §103(a). 

I. Claims 73 And 91-93 Are Rejected Under 35 U.S.C. §112(2) 

The Examiner rejects Claim 73 under 35 U.S.C. §1 12(2) as "being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Claim 73 recites the limitation 'protease cleavage site' in line 1. 
There is insufficient antecedent basis for this limitation in the claim." Office Action, 
page 3. The Applicants now amend Claim 73 and replace "protease cleavage site" with 
"recognition site." Claim 65 provides sufficient antecedent basis for this limitation. 

The Examiner rejects Claims 91-93 under 35 U.S.C. §1 12(2) as "being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. Claims 91-93 are separately drawn to an expression vector, 
expression cassette and a transformed host cell wherein all of the claims depend from 
claim 65 as the composition of claim 65. It is unclear to the Examiner whether applicants 
are claiming a composition of claim 65 further comprising any expression vector or any 
expression cassette or any transformed host cell or are claiming a composition 
comprising an expression vector which in turn comprises the polynucleotide of claim 
65." Office Action, pages 2-3. The Applicants respectfully disagree. However, in order 
to expedite prosecution, Claims 91-93 are now amended. Claim 91 now states, 
"composition of Claim 65, wherein said composition is contained within an expression 
vector." Claim 92 now states, "composition of Claim 65, wherein said composition is 
operably linked with an expression cassette." Claim 93 now states, "composition of 
Claim 65, wherein said composition is transfected in a transformed host cell." The 
Specification provides ample support for these amendments {see, e.g., Example 1). The 
Applicants request that these rejections be withdrawn. 
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II. Claims 65-67, 72-76 And 81-96 Are Rejected Under 35 U.S.C §112(1) For 
Lacking Enablement 

The Examiner rejects Claims 65-67, 72-76 and 81-96 for allegedly lacking 
enablement. Office Action, page 3. The Applicants respectfully disagree. However, in 
order to expedite prosecution, Claim 65 is now amended to describe the retention signal 
as a Golgi Apparatus or Endoplasmic Reticulum retention signal, and the recogntion site 
as a protease cleavage site. The Applicants reserve the right to prosecute the original 
Claim 65 or similar claims in the future. The Examiner's rejections are discussed in 
terms of present Claim 65. 

Present Claim 65, and Claims 66-67, 72-76 and 81-96 are properly enabled. 
Present Claim 65 provides a composition comprising a chimeric molecule comprising 
three domains. The first domain comprises a retention signal, wherein the retention 
signal is specific for the Endoplasmic Reticulum or the Golgi Apparatus. Enablement for 
the first domain is located, for example, at pages 19-21, sections 51-54. In particular, 
section 52 provides, "[m]ethods for determining the Golgi and ER retention signal motifs, 
e.g., of a Golgi resident enzyme, are well known in the art and can be determined by 
routine screening. See, e.g., Opat (2001) Biochimie 83:763-773; Pelham (2000) Traffic 
1:191-192; Munro (1998) Trends Cell Biol 8:11-15; U.S. Patent Nos. 5,776,772; 
5,578,466; 5,541,083; 5,032,519." The second domain comprises a recognition site, 
wherein the recognition site is a protease cleavage site. Enablement for the second 
domain is located, for example, at pages 21-23, sections 55-60, of the Specification. In 
particular, sections 57-58 provide numerous examples of recognition sites and 
accompanying references. The third domain comprises a reporter molecule. The 
Examiner admits that Claims 65-67, 72-76, and 81-96 are enabled for a composition 
comprising a first and second domain "further linked to any reporter amino acid 
sequence." The third domain comprising a reporter molecule is enabled per the 
Examiner's admission. As such, Claims 65-67, 72-76, and 81-96 are enabled within the 
Specification, and the Applicants request these rejections be withdrawn. 

Regarding unpredictability in the art, the Examiner has not provided any evidence 
that chimeric molecules comprising a Endoplasmic Reticulum and/or Golgi Apparatus 
retention signal domains, a protease cleavage site recognition domains, and a reporter 
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molecule domain will not work as claimed in view of the knowledge in the art. When 
making an enablement rejection, an Examiner is required to make specific findings of 
fact, supported by evidence, and draw conclusions based upon these facts. MPEP 
§2164.04. As amended, the Applicants are not claiming "any" recognition or retention 
amino acid sequence. Rather, the Applicants are claiming Endoplasmic Reticulum 
and/or Golgi Apparatus retention signal amino acid sequences, and protease cleavage site 
sequences. To sustain the rejection, the Examiner must provide evidence that the range 
of Endoplasmic Reticulum and/or Golgi Apparatus retention signal sequences and 
protease cleavage site sequences described in the Specification and known in the art 
would not work with the invention as claimed. For example, the Examiner has not 
provided evidence that a skilled artisan would be unable to select components that will 
function with the range of Endoplasmic Reticulum and/or Golgi Apparatus retention 
signal sequences and protease cleavage site sequences described in the Specification and 
known in the art. 

The Examiner has not provided any evidence whatsoever about the state of the art 
as related to certainty or uncertainty of the function of retention signals or protease 
cleavage sites. While the Examiner cites Ngo et al. as establishing unpredictability in 
predicting protein function from the primary structure of a primary polynucleotide, Ngo 
et al. does not address the predictability of retention signals and protease cleavage sites. 
Office Action, page 5. Indeed, in the prior art rejections, the Examiner, while alleging 
that a transmembrane domain is the same as a retention signal, suggests that the art 
surrounding retention signals is predictable: "[w]hile the reference does. . .not explicitly 
disclose that the signal is that of a Golgi retention signal or that it comprises KDEL motif 
or the NEFA motif or from a Golgi glycosyltransferases or is an endoplasmic reticulum 
retention signal or that the protease is that of g-secretase. . .Examiner takes the position 
that the retention signal sequence disclosed in the reference encompasses all the above 
types of retention singals based on the fact that it is membrane retention signal 
sequence." Office Action, pages 8-9. As such, the state of the art surrounding retention 
signals and recognition signals was not so unpredictable as to require undue 
experimentation in view of the present disclosure. The Applicants request these 
rejections be withdrawn. 
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III. Claims 65-67, 70-77 And 80-96 Are Rejected Under 35 U.S.C. §112(1) As 
Containing Subject Matter Not Contained In The Specification 

The Examiner rejects Claims 65-67, 70-77 and 80-96 under 35 U.S.C. §1 12(1) as 
containing subject matter which was allegedly not described in the Specification. Office 
Action, page 7. The Applicants respectfully disagree. 

Amended Claim 65 provides a composition comprising a chimeric molecule 
comprising three domains. The first domain comprises a retention signal, wherein the 
retention signal is specific for the Endoplasmic Reticulum or the Golgi Apparatus. The 
second domain comprises a recognition site, wherein the recognition site is a protease 
cleavage site. The third domain comprises a reporter molecule. 

The nature of the first domain is described, for example, at pages 19-21, sections 
51-54 of the Specification (describing the general use of retention signals specific for 
Endoplasmic Reticulum and/or Golgi Apparatus; describing methods of use of retention 
signals specific for Endoplasmic Reticulum and/or Golgi Apparatus). In addition, 
numerous examples of retention signals specific for Endoplasmic Reticulum and/or Golgi 
Apparatus useful in the claimed invention are provided, for example, at page 20, section 
53, of the Specification (describing numerous Endoplasmic Reticulum and Golgi 
Apparatus retention signals). As such, skilled artisans would understand, based on the 
Specification, that a wide variety of retention signals specific to the Endoplasmic 
Reticulum and/or Golgi Apparatus, now known or later known, may be used in the 
claimed invention. 

The nature of the second domain is described, for example, at pages 21-23, 
sections 55-60 of the Specification (describing the general use of protease cleavage sites; 
describing numerous proteases and accompanying cleavage sites; describing the use of 
protease cleavage sites within chimeric molecules). In addition, numerous examples of 
proteases and accompanying cleavage sites useful in the claimed invention are provided, 
for example, at pages 21-23, sections 56-60, of the Specification. As such, skilled 
artisans would understand, based on the Specification, that a wide variety of protease 
cleavage sites, now known or later known, may be useful in the claimed invention. 
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The nature of the third domain is described, for example, at pages 23-27, sections 
61-66, of the Specification (describing the general use of reporter molecules; describing 
bioluminescent or chemiluminescent polypeptides; describing in vivo bioluminescent 
imaging). In addition, numerous examples of reporter molecules useful in the claimed 
invention are provided, for example, at pages 24-27, sections 62-67, of the Specification. 
As such, skilled artisans would understand, based on the Specification, that a wide variety 
of reporter molecules, now known or later known, may be useful in the claimed 
invention. 

The nature of generating chimeric molecules {e.g., chimeric polypeptides) is 
described, for example, at pages 27-30, sections 67-69, of the Specification (describing 
the general use of chimeric molecules; describing methods of generating chimeric 
molecules). In addition, numerous examples of methods for generating chimeric 
molecules useful in the claimed invention are provided, for example, at pages 27-29, 
sections 67-69, of the Specification (describing, for example, recombinant generation of 
polypeptides, fusion chimeric molecules, peptidomimetics, and solid-phase techniques). 
As such, skilled artisans would understand, based on the Specification, that a wide variety 
of methods of generating chimeric molecules, now known or later known, may be useful 
in the claimed invention. 

The Examiner has not provided any evidence suggesting that skilled artisans 
would not have recognized that the Applicants were in possession of the claimed 
invention in view of the disclosure. Indeed, an Examiner must set forth express findings 
of fact which support the lack of written description conclusion. The findings of fact 
must identify the claim at issue, and establish a prima facie case by providing reasons 
why a person skilled in the art would not have recognized that the inventor was in 
possession of the invention as claimed in view of the disclosure of the application as 
filed. MPEP 2163.04(1). Here, the Examiner alleges, "the Specification does not contain 
any disclosure of the structure of all such chimeric DNA sequences encompassed by the 
above claims. . .The specification discloses only a single species of the claimed genus 
which is insufficient to put one of skill in the art in possession of the attributes and 
features of all species within the claimed genus." Office Action, page 7. The Applicants 
disagree. The Examiner is failing to address the entire disclosure in which, as described 
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above, a thorough description of the claimed invention is provided. Furthermore, the 
Examiner's position is not supported by specific evidence. 

Indeed, the Examiner provides evidence that skilled artisans would recognize a 
wide range of retention signals, recognition signals, and reporter molecules within 
chimeric molecules. For example, the Examiner states, in the prior art rejection, that 
Steiner et al., while not disclosing an Endoplasmic Reticulum and/or Golgi Apparatus 
retention signal, "encompasses all the above types of retention signal based on the fact 
that it is a membrane retention signal sequence." Office Action, pages 8-9. In addition, 
the Examiner states that Steiner et al. encompasses protease cleavage sites beyond the 
described Notch protease cleavage site because the "Notch protease cleavage site 
resembles the y-secretase cleavage sequence." Office Action, page 9. As such, evidence 
cited by the Examiner contradicts the Examiner's position here and suggests that skilled 
artisans would recognize the suitability of a range of retention signals, recognition 
signals, and reporter molecules. The Applicants request these rejections be withdrawn. 

IV. Claims 65-70, 72-76, 80 And 88-94 Are Rejected Under 35 U.S.C. §102(b) 

The Examiner rejects Claims 65-70, 72-76, 80 and 88-94 as being anticipated by 
Steiner et al (FEBS Lett., 1999, Vol. 463:245-249; hereinafter "Steiner"). Office Action, 
page 8. The Applicants disagree. 

Steiner does not teach all of the elements provided in present Claim 65. A claim 
is not anticipated by a prior art reference when that reference fails to describe each and 
every element as set forth in the contested claim. Verdegall Bros. v. Union Oil Co. of 
California, 814 F.2d 628 (Fed.Cir. 1987). Here, one element of present Claim 65 requires 
a domain comprising an Endoplasmic Reticulum and/or Golgi Apparatus retention signal 
sequence. Steiner does not teach or suggest an Endoplasmic Reticulum and/or Golgi 
Apparatus retention signal sequence element. Indeed, the Steiner reference does not 
provide any membrane retention signal sequence. The Steiner reference displays a 
chimeric molecule with a transmembrane domain, and displays a chimeric molecule with 
a transmembrane domain within a membrane. A transmembrane domain is not an 
Endoplasmic Reticulum and/or Golgi Apparatus retention signal. The distinction 
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between a transmembrane domain and a retention signal was well known known in the 
art at the time the present application was filed. Thus, Steiner utilizes a transmembrane 
domain (that is not a retention signal sequence and is not specific for the Golgi Apparatus 
or the Endoplasmic Reticulum) rather than a retention signal sequence. The Applicants 
request these rejections be withdrawn. 

V. Claims 77-79, 81-87, 95-97 Are Rejected Under 35 U.S.C. §103(a) As Being Non- 
Obvious 

The Examiner states "Claims 77-79 and 83 are rejected under 35 U.S.C. § 103(a) as 
being unpatentable over Steiner et al. as applied to Claims 65-70, 72-76, 80, 88-94 above, and 
further in view of Komoriya et al. (WO 98/37226, 8-27-98)." Office Action, page 9. The 
Examiner further states, "Claims 81-82, 84-87, 95-96 are rejected under 35 U.S.C. § 103(a) as 
being unpatentable over Steiner et al. as applied to Claims 65-70, 72-76, 80, and 88-94 above, 
and further in view of Komoriya et al. (WO 98/37226, 8-27-98) and common knowledge in 
the art regarding fluorophores, bioluminescents or chemiluminescent reporters." Office 
Action, page 11. The Applicants respectfully disagree. 

Claims 77-79, 81-87, and 95-96 are dependent upon non-obvious and non-anticipated 
Claim 65. As discussed in Section IV of this Office Action Response, Steiner fails to teach 
the retention signal element required in Claim 65. The other cited references do not remedy 
this deficiency. As such, a prima facie case of obviousness has not been established because 
the cited reference does not teach each element of the claims. The Applicants request these 
rejections be withdrawn. 
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CONCLUSION 



All grounds of rejection of the Office Action of September 16, 2003 have been 
addressed and reconsideration of the application is respectfully requested. It is respectfully 
submitted that Applicant's new claims should be passed into allowance. Should the Examiner 
believe that a telephone interview would aid in the prosecution of this application Applicant 
encourages the Examiner to call the undersigned collect at (608) 218-6900. 





D&vid A. Casimir 
Registration No. 42,395 



Medlen & Carroll, llp 
101 Howard Street, Suite 350 
San Francisco, California 94105 
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